SUMMARY Clostridium difficile cytopathic toxin was found in the faeces or gut content of five of 39 neonates with necrotising enterocolitis (NEC). Toxin concentrations were uniformly low and did not differ from those found in healthy neonates. C difficile is unlikely to be involved in the pathogenesis of NEC. Stools from 33 babies with NEC were also tested for C perfringens alpha toxin, with negative results.
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The cause of neonatal necrotising enterocolitis (NEC) has not yet been established. Although intestinal ischaemia has been widely accepted as an explanation, some recent observations have pointed more to an infective aetiology. Clostridium difficile is known to colonise the neonatal intestine and is a major cause of pseudomembranous colitis in adults. Since C difficile cytopathic toxin has been found in the faeces of asymptomatic neonates, its presence in the stools of babies with NEC cannot alone be regarded as evidence of a causal relation. Furthermore, differences in the frequency of faecal cytopathic toxin between affected and asymptomatic neonates, may be a reflection of differing degrees of environmental colonisation with C difficile rather than evidence of a true pathogenic role. For these reasons our study was undertaken using a quantitative cytopathic toxin assay to determine whether there was any difference in the concentrations of toxin in the stools of babies with NEC compared with healthy neonates. In addition, since surgical intervention is reserved for the most severe cases of NEC, a group of surgically treated babies was treated separately to see if the severity of the disease might be reflected in the toxin concentration.
Clostridium perfringens also colonises the neonatal gut and is a recognised cause of various forms of necrotising enteritis in man (Pigbel, Darmbrand) and the newborn of other species (lamb dysentry, piglet enteritis). Results (see Table) C perfringens has been shown to colonise the human alimentary tract within the first few days of life. This organism has also been shown to be responsible for disease characterised by bloody diarrhoea, patchy intestinal necrosis, and penumatosis intestinalis both in man and in the newborn of other species. Unfortunately, the primary lethal necrotising exotoxins of C perfringens may prove difficult to detect after their production in vivo.
With the exception of the lecithinase and haemolysis tests for alpha toxin, there are no reliable in vitro tests for these primary lethal toxins. Furthermore, certain toxins may be readily destroyed by trypsin or fixed to tissue, thus hindering detection in faecal contents. Our failure to detect free alpha toxin in the stools of babies with NEC may genuinely reflect its lack of involvement in the disease process. It is also possible that toxin produced locally at a site of necrosis is rapidly broken down or fixed to tissue and is for these reasons undetectable in intestinal content. Case report A boy aged 5 months was referred with suspected gastro-oesophageal reflux as the cause of his persistent vomiting, which had been present from the very first days of life. Initially, his physical development had been normal, but from week 16 onwards his body weight had not increased and traces of blood were occasionally found in the vomitus. Symptomatic treatment with Nutriton, (a food thickening agent, dosage two to three measures/feed) had been unsuccessful, as were Motilium (domperidon) (6 mg/day), and Gaviscon (15 ml/day). Radiocontrast studies performed a few days before referral had failed to show either diaphragmatic hernia or gastro-oesophageal reflux. Gastric emptying was normal and no foreign matter was seen in the stomach.
Further investigation was requested including determination of oesophageal pH and endoscopic studies of the oesophagus and stomach. To our necrotising enterocolitis. 
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